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It is not often the scientific community 
gets things wrong in a big way but it 

has with HRT. Between the 1960s and 
1990s, HRT was widely recommended 
for the treatment of menopausal symp-
toms and to prevent osteoporosis. In 
the 2000s, two influential studies – 
the Women’s Health Initiative1,2 in the 
USA and the Million Women Study3 in 
the UK – reported that HRT was asso-
ciated with an increased risk of breast 
cancer and heart disease. Cautious 
but daunting advice from the regulatory 
authorities about the balance of benefit 
and risk4,5 did little to reassure women 
or their doctors: prescribing volume 
halved in a three-year period, continu-
ing to decline until the present day (see 
Figure 1). 
 Now, the tide has turned again. 
Those influential studies (see Table 
1) have been criticised, reanalysed 
and reinterpreted in light of new evi-
dence. NICE’s new guideline on the 
diagnosis and management of the 
menopause seeks to rehabilitate HRT 
as a much-needed option because, 
NICE believes, “… the effects of men-
opause are often not fully understood. 
As a result, women do not always get 

the help they need from their GP, nurse, 
practice or hospital specialist to man-
age their symptoms effectively.”6 This 
lack of help, compounded by misun-
derstanding of the benefits and risks 
of HRT, means that women “suffer in 
silence” when their home and work life 
is impaired by symptoms.
 The guideline is divided into five sec-
tions – diagnosis, information and advice, 
short-term symptom management, long-
term use of HRT and premature ovarian 
insufficiency. Unusually, there are three 
further sections addressing the chal-
lenges in implementing the guideline: 
stopping use of the follicle-stimulating 
hormone (FSH) test for diagnosis, com-
municating the risks and benefits of HRT, 
and specialist service provision.

Diagnosis
The menopause (see Box 1) is a clini-
cal diagnosis made in women aged over 

NICE guideline: diagnosis and 
management of the menopause
STEVE CHAPLIN

The new NICE guideline 
on the menopause 
published in November 
provides information on 
diagnosis and the risks 
and benefits of HRT to 
enable shared decision 
making between women 
and healthcare 
professionals. Steve 
Chaplin provides an 
overview of the guidance.

Figure 1. Oestrogens and HRT*: number of items dispensed in primary care in England 
2000–2014 (Source: Health and Social Care Information Centre. Prescription Cost 
Analyses 2000–2014) * Oestrogens and HRT includes systemic and topical formulations 
with and without progestogen of estradiol, estriol, estrone, conjugated oestrogens, 
raloxifene and tibolone
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45 years who, apart from menopausal 
symptoms and cessation of menstrua-
tion, are otherwise healthy. The diagnosis 
is based on symptoms alone in women 
without a uterus. Clinicians should take 
into account the difficulty of reaching the 
diagnosis in women who are taking hor-
monal therapy for the treatment of heavy 
periods.
The guideline states:
“If a woman is aged over 45 years and has 
not had a period for at least 12 months, 

or has vasomotor symptoms and irregular 
periods (or just symptoms if she doesn’t 
have a uterus), this is adequate informa-
tion to diagnose menopause and perimen-
opause respectively.”
 Hormonal tests should not rou-
tinely be used when diagnosing the 
menopause. In par ticular, the FSH 
test is inappropriate for women taking 
combined hormonal contraception or 
a high-dose progestogen, nor should it 
be used for women aged over 45 years. 

Blood levels of FSH fluctuate markedly 
during the years leading up to meno-
pause and they therefore do not help 
when forming what is actually a clinical 
diagnosis. NICE’s “do not do” list also 
includes measuring antiMüllerian hor-
mone (an indicator of ovarian reserve), 
inhibin A or B (which inhibit FSH produc-
tion), oestradiol, antral follicle count 
and ovarian volume. 
 However, an FSH test should be con-
sidered for women aged 40–45 years 
with menopausal symptoms, including a 
change in their menstrual cycle, and in 
women under 40 years when the meno-
pause is suspected, in whom premature 
ovarian insufficiency is a possibility.

The challenge: stopping FSH tests
The guideline states that it could prove 
difficult to stop using FSH tests to diag-
nose menopause in women aged over 
45 years. To raise awareness, NICE sug-
gests clinical commissioning groups, 
practice managers and lead GPs could:
• Use newsletters, bulletins and educa-
tion events to help ensure that GPs and 
other practice staff (in particular prac-
tice nurses) are aware of this change in 
practice and that they understand the 
evidence underpinning this recommen-
dation
• Add a prompt to electronic request-
ing systems, which reminds primary 
care staff that this test should not be 
requested for women aged over 45 years
• Refer GPs to NICE’s clinical knowledge 
summary for menopause (http://cks.
nice.org.uk/menopause) 
• Use the NICE costing report and tem-
plate to estimate the local savings 
that can be made (www.nice.org.uk/ 
guidance/ng23/resources). A sample 
calculation using this template showed 
that savings of £16 500 could be made 
for a population of 100 000
• Use the baseline assessment tool to 
establish current practice in requesting 
tests and carry out clinical audit so this 
can be monitored and improved
• Hold meetings with laboratory staff and 
managers to review practice and promote 
change
• Encourage GPs to stop requesting FSH 
tests for women aged over 45 years by 
drawing attention to the fact that this test 

Women’s Health Initiative1,2 Million Women Study3

Design and 
first reported 
analysis

•  US randomised double-blind 
prevention trial in postmenopausal 
women aged 50–79 years

•  Primary endpoint: coronary heart 
disease; invasive breast cancer was 
the primary safety outcome

•  Combined HRT arm: 
n=16 608 
Conjugated oestrogens plus 
medroxyprogesterone acetate vs 
placebo 
Stopped early when excess breast 
cancer risk apparent

•  Oestrogen only arm: 
n=10 739 
Conjugated oestrogens vs placebo 
Stopped early when no overall benefit 
apparent but stroke risk increased 

•  1 084 110 UK women aged 50-
64 years attending NHS Breast 
Screening Programme surveyed by 
questionnaire between 1996–2001. 
Followed up for cancer incidence 
and death

•  Current HRT use associated with 
increased risk of breast cancer, with 
greater risk for combined HRT

Criticisms • Only one dose and type of HRT

• Dose too high for older women

•  Compared with UK, US women older 
(mean age 63 years, two-thirds over 
60 years), therefore higher absolute 
risk of stroke, heart disease and 
breast cancer

•  Most women were overweight 
(average BMI of 28.5) – a 
recognised risk factor for heart 
disease and breast cancer

• High number of dropouts

• Observational study

•  Participants self-selected and self-
reported HRT users

•  Women were already having a 
mammogram and may have been at 
higher risk of cancer or more aware 
of potential cancer risks because 
they were taking HRT

•  Follow-up from national cancer 
registries not by subsequent 
questionnaires; changes in HRT use 
after initial registration not recorded

Table 1. Summary of the Women’s Health Initiative and the Million Women Study
(Adapted from HRT: What you should know about the benefits and risks. Women’s Health Concern. 
March 2013; www.womens-health-concern.org/help-and-advice/factsheets/hrt-know- 
benefits-risks/#studies)
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is unlikely to be informative and is not 
recommended. 

Information and advice
Women should know how the menopause 
progresses, its common symptoms (see 
Table 2) and the long-term health implica-
tions. They should be informed about life-
style changes and interventions that could 
improve their general health and wellbeing, 
and the benefits and risks of treatment. 
 The treatments of main interest are 
HRT and clonidine, along with cognitive 
behaviour therapy (CBT). Women in the 
perimenopausal and postmenopausal 
stages should be offered information 
about contraception in line with advice 
for the over-40s from the Faculty of 
Sexual and Reproductive Healthcare.7 
 Women who are likely to experience 
a surgical or medical menopause, eg due 
to cancer therapy, should receive sup-
port and information beforehand and be 
offered referral to a healthcare profes-
sional with expertise in the menopause.

Managing short-term symptoms
The guideline, while prefacing its recom-
mendations with advice to adapt treat-

ment to a women’s changing symptoms, 
is specific about the treatments that are 
appropriate. For vasomotor symptoms, 
women should be offered a choice of 
oestrogen/progestogen preparations 
(or oestrogen-only for women without a 
uterus) after discussing the benefits and 
risks of short (up to five years) and long-
term treatment. 
 Clonidine, SSRI and SNRI anti-
depressants should not be prescribed as 
first-line treatment for vasomotor symp-
toms alone, and there is no evidence that 
SSRIs or SNRIs help in the absence of 
depression. Instead, NICE recommends 
HRT to improve low mood, or CBT for low 
mood and anxiety associated with the 
menopause.
 HRT should improve altered sexual 
desire but if it does not, a testosterone 
supplement should be considered. This, 
however, is an unlicensed indication. 
Similarly, if urogenital atrophy persists 
despite systemic HRT, a vaginal oestro-
gen should be prescribed for as long as 
needed. Topical treatment is also rec-
ommended for women in whom HRT is 
contraindicated, subject to advice from 
a menopause expert. If symptoms do 

not improve with a vaginal oestrogen, 
the dose can – on expert advice – be 
increased. 
 Women should be informed that 
symptoms often return when treatment 
is stopped. Vaginal oestrogen is normally 
well tolerated, so women should report 
any unscheduled vaginal bleeding to the 
GP. Moisturisers and lubricants can be 
used as alternatives or adjuncts. NICE 
advises against offering routine meas-
urement of endometrial thickness during 
treatment for urogenital atrophy.
 Treating HRT is not a prescribe- 
and-forget affair. Treatment should be 
reviewed after three months then annu-
ally (unless there are indications for 
an earlier appointment). If the recom-
mended treatment is ineffective or poorly 
tolerated, women should be offered refer-
ral to a menopause specialist. Referral 
might also be considered when HRT is 
contraindicated or the best treatment 
option is uncertain.
 Women should be warned that 
unscheduled vaginal bleeding may occur 
during the first three months of HRT use. 
Though expected, this should still be 
reported at the three-month review. Any 
bleeding after then should be reported 
promptly and, if this occurs, referral for 
suspected endometrial cancer may be 
appropriate.8 Women should also be 
aware that when they stop HRT, a grad-
ual reduction in dose will limit symptom 
recurrence in the short term but will 
make no difference in the longer term.
 HRT (including tibolone and proges-
togens) is contraindicated in women with 
breast cancer and should not be offered 
routinely to those with a history of breast 
cancer.9 In these cases, women should 
be offered information about their treat-
ment options – these include the SSRI 
antidepressants paroxetine and fluoxe-
tine (but not for women taking tamoxifen) 

Definitions6

The perimenopause is the time in which a woman has irregular cycles of ovulation 
and menstruation leading up to menopause and continuing until 12 months after her 
final period.

The menopause is a biological stage in a woman’s life that occurs when she stops 
menstruating and reaches the end of her natural reproductive life. Usually it is 
defined as having occurred when a woman has not had a period for 12 consecutive 
months (for women reaching menopause naturally). The changes associated with 
menopause occur when the ovaries stop maturing eggs and secreting oestrogen and 
progesterone.

Postmenopause is the time after menopause has occurred, starting when a woman 
has not had a period for 12 consecutive months.

Facts and figures*
• Average age at onset in the UK is 51 years
• Premature menopause affects 1 per cent of women under 40 years
• 80 per cent of those going through the menopause (1.5 million women) experience 
some symptoms
• Menopause symptoms continue for about four years after the last menstrual period 
but in 10 per cent of women they may last for 12 years

* Source: NICE. Women with symptoms of menopause should not suffer in silence. 12 
November 2015 (www.nice.org.uk/news/article/women-with-symptoms-of-menopause-
should-not-suffer-in-silence)

Box 1. About the menopause

Category Symptoms

Vasomotor
Musculoskeletal
Mood
Urogenital
Sexual

Hot flushes, sweats
Joint and muscle pain
Low mood
Vaginal dryness
Low sexual desire

Table 2. Common symptoms of the menopause6
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– and offered referral to an expert in men-
opause. Alternatives for hot flushes are 
clonidine, venlafaxine and gabapentin 
but their adverse effects are significant 
and women should be fully informed of 
the risks.

Complementary therapies
Women may prefer natural or nonphar-
maceutical “complementary” products to 
a conventional licensed medicine. NICE 
acknowledges there is some evidence 
to support the effectiveness of black 
cohosh and isoflavones (both of which 
are available from high street outlets) 
but warns that the pharmaceutical con-
sistency and safety of preparations con-
taining these agents is unknown. Further, 
they may affect the metabolism of other 
medicines. This uncertainty also applies 
to bioidentical hormones – unregulated 
preparations of plant-derived hormones 
similar to human hormones – and to 
St John’s wort, an enzyme inducer with 
potentially serious drug interactions 
with tamoxifen, anticoagulants and anti-
epileptic drugs.

Risks and benefits of long-term 
HRT
The guideline states:
“A knowledge gap among some GPs and 
other healthcare professionals could 
mean that they are reluctant to prescribe 
HRT because they overestimate the risks 
and contraindications, and underestimate 
the impact of menopausal symptoms on a 
woman’s quality of life.”
 NICE wants women considering HRT 
to have the facts about what they stand to 
gain and the risks they run. Surprisingly, 
there is nothing in the guideline to quan-
tify symptom relief – something that is 
probably uppermost in a woman’s mind 
and certainly a major factor in their deci-
sion whether or not to proceed with treat-
ment. Instead, NICE presents definitive 
evidence on how HRT affects the risk of 
venous thromboembolism (VTE), type 2 
diabetes, dementia, muscle strength, 
and (in detail) coronary heart disease, 
stroke, breast cancer and osteoporosis.
 Oral HRT increases the risk of VTE 
but transdermal HRT does not. A patch or 
gel formulation should therefore be con-
sidered for women at risk of VTE (includ-

ing those with a BMI >30kg per m2). 
Women at high risk should be referred to 
a haematologist.

The challenge: communicating 
risks of HRT
NICE accepts that communicating the 
benefits and risks of HRT will be a chal-
lenge. There is a need to improve knowl-
edge among health professionals about 
the long-term benefits and risks of HRT. 
 To improve knowledge, the guideline 
states that clinical commissioning group 
prescribing leads could:
• Help develop formularies of good HRT 
prescribing for GPs with the support of 
GPs with a specialist interest in meno-
pause and consultant gynaecologists
• Use briefings and newsletters to help 
disseminate prescribing knowledge on 
HRT.
GPs could:
• Set up local meetings or teaching ses-
sions for interested GPs in each practice 
who can then disseminate information 
among their partners
• Use the guideline and NICE’s clinical knowl-
edge summary on HRT (cks.nice.org.uk/
menopause#!scenariorecommendation: 
3) to ensure that they are informed of 
the actual long-term benefits and risks 
of HRT for each individual and are not 
basing decisions on perceived knowledge

• Use materials such as NICE’s informa-
tion for the public (www.nice.org.uk/
guidance/ng23/informationforpublic), 
NHS choices (www.nhs.uk/conditions/
Menopause/Pages/Introduction.aspx) 
and the Women’s Health Concern leaf-
let (www.womens-health-concern.org/ 
help-and-advice/factsheets/hrt-know-
benefits-risks/) to support women to 
make informed decisions
• Link with the menopause specialist in 
their area for advice on specific cases 
or training
• Complete the basic or advanced Faculty 
of Sexual Health and Reproductive 
Healthcare special skills course (www.
fsrh.org/pages/Special_Skills.asp). 
Practice nurses may also complete this 
training.

HRT has no effect on the risk of type 2 
diabetes, nor does it affect glycaemic 
control. There are suggestions that it 
may reduce the risk of dementia and 
other neurodegenerative disorders10 
but NICE states this benefit is unknown. 
Women should be informed of the limited 
evidence suggesting HRT may improve 
muscle mass and strength, though the 
importance of daily activities for main-
taining strength is emphasised.
 Prescribers will certainly not be short 
of statistics when they discuss HRT with 

Difference in coronary heart disease incidence
  per 1000 menopausal women over 7.5 years
  (95% confidence interval)

Estimate 
based on

Duration of HRT use

Current <5 
years

5–10 
  years

>5 years since
  stopped

Oestrogen
  alone

RCT* 6 fewer 
  (-10 to 1)

No data No data 6 fewer
  (-9 to -2)

observational 6 fewer 
  (-9 to -3)

No data No data No data

Oestrogen
  plus
  progestogen

RCT* 5 more 
  (-3 to 18)

No data No data 4 more 
  (-1 to 11)

observational No data No data No data No data

RCT – randomised controlled trial; *women aged 50–59 years at entry

Table 3. Absolute rates of coronary heart disease with duration of HRT use (baseline 
population risk in the UK over 7.5 years: 26.3 per 1000)6
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their patients. NICE provides four tables 
quantifying the absolute rates of coro-
nary heart disease, stroke, breast cancer 
and fragility fracture associated with HRT 
use for different types of HRT (oestro-
gen/progestogen and oestrogen alone) 
compared with no HRT (or placebo), for 
different durations of HRT use and time 
since stopping HRT (see Tables 3–5). 
 The tables in the guideline are clearly 
not intended for lay people and are not 
included in the version of the NICE guide-
line for the public. There is a similar table 
in the BNF; this is based on a 2007 anal-
ysis whereas NICE’s sources range from 
1992 to 2013 but it is shorter and easier 
to use. An update to synchronise the BNF 
with the NICE tables would therefore be 
helpful.
 Despite this abundance of data, the 
only clear message to emerge is that if 
HRT has any effect on the risk of coronary 
heart disease, stroke or breast cancer, it 
is small compared with the background 
variation in the general population. How 
small, and the importance of even that 
change in risk, is a more difficult ques-
tion to answer and a decision aid would 
be a useful tool to help women under-
stand these data.

Cardiovascular disease
Cardiovascular risk factors do not con-
traindicate HRT use provided they are 
optimally managed. The key messages 
about HRT and cardiovascular disease 
are: the background population rate is 
low and varies from person to person; 
the risk is not increased when treatment 
starts before the age 60 years; and HRT 
is not associated with increased cardio-
vascular mortality. 
 NICE recommends using the data in 
Table 3 to show that, where figures are 
available, oestrogen alone is associated 
with no or a reduced risk and oestrogen/
progestogen is associated with little 
or no increase in risk. The 95 per cent 
confidence intervals include unity in all 
instances, meaning that none of these 
figures is statistically significant. 
 Similarly, the baseline risk of stroke 
in women under 60 years is very low. 
Oral HRT may be associated with a small 
increase in risk but transdermal admin-
istration is not. Observational studies 

show that current use of combined HRT is 
associated with a significantly increased 
risk; evidence from randomised trials is 
consistent with this but not statistically 
conclusive.

Breast cancer
The overriding message on breast can-
cer is again reassuring (see Table 4). 
With a variable baseline risk dependent 
on an individual’s risk factors, HRT with 
oestrogen alone has little or no effect on 
the risk of breast cancer. Combined HRT 
can be associated with an increased risk, 
apparently related to duration of use, but 
the figures for ongoing risk after stopping 
treatment are not consistent. 

Osteoporosis
Caveats about a low baseline incidence 
and individual variability aside, there is at 
least consistency in the data showing that 
HRT reduces the risk of fragility fracture 
(see Table 5). The figures are statistically 
significant except for a post-treatment 
effect, and even this supports the conten-
tion that protection declines after HRT is 
stopped. However, NICE further suggests 

that protection may continue for longer 
with greater duration of use.

The challenge: providing enough 
specialist services
Another challenge highlighted by the guid-
ance is providing enough specialist ser-
vices. The number of women aged over 
45 years is rising and this will increase 
demand on services. To tackle variation 
and potential gaps in service provision, 
commissioners and clinical commission-
ing groups could:
• Use Menopause UK’s national men-
opause map (menopauseuk.org/
resources/map-of-menopause-ser-
vices/) to identify variations in practice 
and the lack of overall provision
• Clarify current referral routes and pro-
mote them if they are effective
• Identify lead clinicians to drive a change 
in service provision if a gap is identified. 
Ideally, all CCGs should have a GP with a 
specialist interest or a community gynaecol-
ogist who could do this
• Establish whether current referrals are 
appropriate. Ideally, services should be 
provided by a dedicated menopause clinic

Difference in breast cancer incidence per
  1000 menopausal women over 7.5 years (95%
  confidence interval)

Estimate 
based on

Duration of HRT use

Current <5 
years

5–10 
  years

>5 years
  since
  stopped

Oestrogen
  alone

RCT* 4 fewer
  (-11 to 8)

No data No data 5 fewer
  (-11 to 12)

observational 6 more (1
  to 12)**

4 more
  (1 to 9)

5 more
  (-1 to 14)

5 fewer
  (-9 to -1)

Oestrogen
  plus
  progestogen

RCT* 5 more
  (-4 to 36)

No data No data 8 more
  (1 to 17)

observational 17 more
  (14 to 20)

12 more
  (6 to 9)

21 more
  (9 to 37)

9 fewer (-16
  to 13)***

RCT – randomised controlled trial; *women aged 50–59 years at entry; **very serious 
heterogeneity without plausible explanation; ***very serious imprecision in the estimate 
of effect

Table 4. Absolute rates of breast cancer with duration of HRT use (baseline population risk in 
the UK over 7.5 years: 22.48 per 1000)6
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• Confirm that care is provided by a 
healthcare professional with expertise in 
menopause
• Consider the feasibility of providing ded-
icated menopause support by setting up 
clinics within current gynaecology services
• Set up menopause clinics to be multi-
specialist and so jointly led by a nurse 
consultant and a consultant ensuring 
that when a member of staff is unavaila-
ble the clinic may still run
• Establish regional menopause clinics 
if services are unable to have their own
• Learn from successful examples of 
practice.

Premature ovarian insufficiency
Menopausal symptoms in a woman under 
40 years, including no or infrequent peri-
ods in women with a uterus, raises the 
possibility of premature ovarian insuffi-
ciency. This diagnosis can be confirmed if 
FSH levels are elevated on two occasions 
four to six weeks apart (but not by a single 
positive result or by measuring antiMül-
lerian hormone), taking into account the 
patient’s medical, surgical and family his-
tory. When in doubt, refer to a specialist 
in reproductive medicine or with expertise 
in the menopause – in fact, referral should 
be considered for all women with this diag-

nosis to help them manage their physical 
and psychosocial health.
 In the absence of contraindications 
such as hormone-sensitive cancer, women 
with premature ovarian insufficiency 
should be offered a choice of HRT or a 
combined hormonal contraceptive. Points 
to consider when choosing between the 
two include the fact that HRT does not pro-
vide contraception but it may have a more 
beneficial effect on blood pressure; both 
protect against osteoporosis.
 Prescribers should explain the impor-
tance of starting hormonal treatment and 
continuing at least until the age of natural 
menopause. The risks of treatment are 
low, given that the baseline risks of breast 
cancer and cardiovascular disease in this 
age group are very low. Women who are 
not able to use hormonal therapy should 
receive advice about symptom manage-
ment and bone and cardiovascular health. 
This might be one example of when it is 
appropriate to refer to a specialist.

Summary
This guideline revives the long-neglected 
and moribund management of the meno-
pause in primary care. It emphasises the 
importance of a clinical diagnosis and 
shared decision making by well-informed 

women. HRT is the main treatment for 
symptoms of the menopause and its use 
depends on health professionals and 
women understanding the balance of 
benefit and risk. 
 NICE does not describe the impact 
of improving symptoms, focusing instead 
on the latest analyses of potential long-
term hazards (heart disease, stroke and 
breast cancer) and protection against fra-
gility fractures. The statistics show that 
HRT has little effect, positive or negative 
on the first three but protects against the 
effects of osteoporosis. However, inter-
preting these often inconclusive data for 
a public long wary of hormonal treatment 
will not be simple.
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Difference in any fragility fracture incidence per 1000
  menopausal women (95% confidence interval)

Estimate 
based on

Duration of HRT use

Current <5 years 5–10 years >5 years since
  stopped

Any HRT RCT* 23 fewer
  (-10 to -33)

25 fewer
  (-9 to -37)

No data No data

Baseline 69/1000 78/1000

Follow-up 3.43 yrs 3.71 yrs

Observational 16 fewer
  (-15 to -18)

15 fewer
  (-11 to -17)

18 fewer
  (-15 to -20)

2 more (-19
  to 27)

Baseline 15.4/1000 106/1000

Follow-up 2.8 years 5 years

RCT – randomised controlled trial; *women aged 50–59 years at entry

Table 5. Absolute rates of fragility fracture with duration of HRT use6


